Slight enlargement of the cervical glands was present. 'I'he tonsils had beenl enuicleated previously. No evidence of disease of the heart, lungs or nervous system Nvas obtained. Examination of sputum for tubercle bacilli was negative. Investigations: Van detn Berglh's test gave botlh positive bip)hasic and inldirect reactions (suggestive of aan inconiplete obstruction of the bile passages, with a fair degree of liver damage). TI'h, blood fragility test gave a normal result. Erythrocytes amounted to 4,320,000; leucocytes 5,620 per cubic millimetre, of wlhiclh 46% were polymorphs an(d 49'/% lymphocytes. In bothi the patient and her mother the Wassermann reaction of the bloodl was niegative. I'he patient gave a positive von Pirquet reaction to lhuman tuberculin. A subcutaneous inijection of -Koch's O.T. 0.001 cc. produced both a general and a local reactioln, and b)th the liver an(d spleen subsequetntly became larger.
Piogres~:
On1 discharge fronii hospital the jaunidice had entirely disappeared, but both the liver and the spleen wvere still easily p)allpable. WVithin the next twvelve months she had two attacks of erysipelas, andl several attacks of jaundice wvith heinamemesis and epistaxis. WVhen last seen, at a recent date, there %vas n1o jaundice, the liver was palpable, but the spleen could not be felt. She appeared to be in fairly good liealtl.
C'ases IL. and group.bmj.com on April 19, 2017 -Published by http://adc.bmj.com/ Downloaded from examined also, in whom neither the liver nor the spleen was increased in size. A history of alcoholism in the parents could be excluded. The WViassermann reactions of the blood of the parents and of the two affected children were negative.
A. B. wvas first admitted to lhospital in May, 1920, when three years and two months old. At this time a history was obtainied that he had suffered from epistaxis, but had never been jaundiced. He had an attack of pneumonia a few moniths previously. The liver was founid to extend below the umbilical level, its upper limit being at the fifth rib in the miammary line. In circumference the abdomlen at its widest girth measured 25 inches. Th'lie spleen and kidneys wvere not palpable. Numerous dilated capillaries wvere present on l)oth cheeks. Icterus anid ascites wvere absent. No rise of temper-ature occuLrred and the stools wvere of a nornmal colour. The urine plresented nlo peculiarities. A blood counI1 slhowed R.B.C. 4,900,000, and WN. B.C. 10,600; polymiiorplho-nuclears 500%/.
In March, 1921, the child wvas re-admitted with a history of having been suddenly overcome, four Nveeks previously, %vith sickness, which lasted for five hours. Ihree days from the onset of the sickness he became fefverish, drowsy, constipated, and had headache anid abdoilinal pains. Four (lays later he vomited blood, his nose bled, and jaundice appeared for the first timiie. *rhe jaundice deel)enled, anid there Nvere two further attacks of epistaxis, one beinig broughit onl by a fit of coughing. On examiiinationi he was found to be deeply jaundiced antd the lowver edge of the liver reached dowvn to the right iliac fossa an(d the spleen Nvas delinit.ly enlarged. In circumference the abdomen measured 261l inches. In little nicre thaln a iilonlthl fromi its onset the jaundice h.id enitirely disappeared. The child theni developed scarlet fever andI Avas tranlsferred to the fever hospital.
When niext re-admitted to hospital in June, 1924, when seven years anid four months old, the liver was founid to extend downwards only as far as the umbilicus; the spleen and kidneys were not palpable. The abdominal girth was 251 inches. On palpation the liver was hard but no irregularity of its surface could be detecte(l. Jaundice and ascites wvere aIbsent, and the stools anld urine Avere those of a normal healthy child. Epistaxis did niot occur. No prominence of the superficial abdominial -veins Nvas observedl. Telangiectases wvere present on the face as mentioned already. Thlere Avas no clubbing of the fingers. A 1)1ood count showed the erytlhrocytes to number 4,240,000, leucocytes 22,540, of which 51 %;: were polyniorpho-nuclear cells. The child's height was 38 inches, the normal average folhiis age being 47 inches. IHis mother declared that he had dleveloped normally up to the aige of four years, but since then hadl not al)peared to grow at all. Skiagrams revealed no bony deformities, but showved a delay in the ossification of the carpus. It wvas also tlhought that the-splenic and renal shadoAvs were larger than normal. 0. B., the sister of the last patient, wvas first examiined at the age of three years and two months. She had previously had measles, whooping cough, anld an attack ol tonsilitis, which was complicated by jaundice, lasting only a few days. The mother stated that the child's stools ha'd alwavs been of a natural colour, a,nd there Avas 11O history of epistaxis.
In appearanice the child was small anid fat, and the al)donlen was strikinigly prominent.
In circumference it measured 221 inches. In the otlher two cases the con(lition was b)oth familiial and conigenital. Thle familial occurrence of hepatic cirrhosis and even a history of jaundice in one or other parent hlas often been recorded. IIn the present instance, however, although both parents were apparently exempt, it %vas statedl that an uncle of the father, and two clhildren of one of the father's cousins, had had enlllarged abdomens an(l werc stunteol in growth, thoughl otherwise healthy.
It his not been possible to verify thiese statements.
Botlh these childlrent shiowe(l (listinict signs of infantilism, particularly in their stature ; both had telangiectases on the face, and both had a history of epistaxis. Other symptoms commoni to hepatic cirrhosis were absent, such -is ascites, dlilatation of the superficial abdominal veins, and the oleg>ree and duration of jaunidice in either case were remarkably slight.
The amounit of splenic enlargemetnt in all three cases was a minor feature in the clinical piCture, at1(1 moreover was not of a permanent claracter.
Thle possibility of an infection invading the system atndl proving a factor in the (leveh)pmenit of cirrlrosis is sllggeste(l by the following case. Liver from the same case as in Fig. 2 A second(i case observed by one of us illustrates in addition the interestinig fact that whether the spleen-or the liver appears to be the predominant organi, the clinical symptoms may in some cases be latent.
A boy, H. C., aged twelve years, had been attending school tntil the evening of his illniess, and though of late his mother had thought hinm pale, and he had occasionally complained of abdominal pain, he was supposed to be in his usual health. This boy was brought to hospital late in the evening of December 30th, 1924, moribund, from repeated h.nmatemeses, which had commenced on lihs return from school on December 29th, and had continued at intervals through the followiing day and night. types. Yet we are left doubtful as to whether there is evidence of sufficient weight to allow us to go further than to consider the distinctions to be rather those of degree than of nature.
(A) Hanot (14) certainly considered that the so-called hypertrophic biliary cirrhosis possessed peculiarities sufficient to isolate it from all other forms. His definition was that of an interstitial hepatitis, both extra and intralobular, with catarrhal changes and a great increase in the number of the smnall intrahepatic bile ducts. The liver was described as being usually of a (lark green colour, enlarged, and having a smooth, or finely granular surface, the fibrosis being chiefly unilobular in type. In the portal spaces the coninective tissue was less dense than in multilobular cirrhosis, and signs of fibrosis and cellular reaction were more evident in relation to the sheaths of the biliary than of the vascular channels. Catarrhal changes, with desquamation and renewal of the epithelial cells lining the inter-lobular bile ducts were observed, and many of the smaller ducts were found to be in a state of obliterative cholangitis.
Constriction of the hepatic vessels and of the branches of the portal vein was absent. In fact some dilatation of the latter was frequently present in the portal spaces. The hepatic cells were for the most part little altered, except where the intra-lobular cirrhosis was well marked, and then the columns of the liver cells were often seen to be flattened and squeezed together, or separate cells at the periphery of the lobule were surrounided by connective tissue as in a pericellular cirrhosis. Pigmentation of many of the hepatic and endothelial cells lining the smaller bile ducts was noticed, and ailso the presence of bile casts between the columns of compressed liver cells and in the smaller extra-lobular bile ducts. Attention was particularly drawn to the absence of contraction of the fibrous tissue, which might be accounted for by the unobstructed state of the blood supply. Hanot stated that the liver, in a small number of his cases, did actually lose some of its increased bulk in the later stages of the disease. The cirrhosis in these latter cases was found to be of a mixed type, both unilobular and multilobular, but chiefly the former. In explanation it was suggested that a portal or atrophic cirrhosis had arisen as a late complication, the result of a general toxamia, consequent upon the absorption of poisons from the infected biliary reservoir.
The apparent increase of bile canaliculi at the periphery of the lobules in Hanot's hypertrophic biliary cirrhosis is a feature wlhich has aroused much interest. The question is whether many of them are really permeable, and for this reason they are usually referred to as pseudo-bile ducts. UTndoubtedly some appear to be developed in a genuine effort to maintain a connection between the larger ducts of the portal spaces and the peripheral ends of the column of liver cells. Others are probably only columns of newlv-formed endothelial cells of the biliary type, which it is supposed play a small part in the formationi of hepatic cells in the regeneration of the lobule (MacCallum). Or again, the appearance of bile ducts may be simulated, as has beenl pointed out by Ford, (15) by the compression and squeezing together of columns of liver cells at the periphery of those lobules which show much intra-lobular fibrosis. Lefas(16) examined the pancreas in several cases of hypertrophic biliary cirrhosis and found a slight amount of interacinar fibrosis. AMoreover, in the vicinity of the islets of Langerhans he stated it was not unusual to observe small fibrous foci, many of wthich enclosed a number of cells havingan exactly similar appearance to that of the pseudo-bile ducts in the liver. The explanation of the cirrhosis has giv-en rise to much speculation. Gilbert and Fournier(1l) considered that organisnms normally present in the bowel inxaded the bile ducts and were the cause of cholangitis. Boinet, (17) who suggested chronic intestinal disturbances as the cause, recorded a family in which the father and four children were all affected at one time or another by a febrile disturbance resembling typhoid fever. The fever was followedi by jaunidice and enlargement of the liver and spleen in the father and two elder chi]ldrein. The two younger childien and another, in whose case fever wa,is not mentione(l, had big spleens, but their livers w!ere not enlarged. lBoix,(18) xvho held that the enla-rgement of the spleen preceded that of the liver in hiypertrophic biliarv cirrlhosis, stated that the childlren of a parelnt withl this dlisease were sometimes found to have large spleens witlhout ally other sit,ns. He considlered there was a hepato-splenic infection of a specific type.
Against the theory of an ascendling infection from the bowel, there is the absence of any evidence at autopsy of inflammation of the duodenal mucosa. Also, withl the prevalence of disorders of the alimentary tract in childhood, this form of cirrhosis would be expected to be a much more common occurrence. It is more likely to be, as Sir H. Rolleston suggests,(19) a local result of a chronic general tox-emia, with the conx7eyance of the toxin to tlle smaller bile ducts by means of the hepatic artery.
XVhen compared with the histological features of the other forms of biliary cirr-hosis there is very little that is peculiar to Hanot's form. In his type thle course of the disease is certainly more chronic, and for this reason the microscopical appearances ar-e the more outstandinig, but the liver is usually ( the one hand, considered that a malformation of the ducts was the essential lesion, and that subsequenit catarrhal changes, occurring usually in intrauterinie life, led to the occlusion and obliteration of the ducts. At the same time biliary cirrhosis was prodiuced, as a result of obstruction of the bile and the spreadl of the catarrhal chatnges to the small intra-hepatic ducts. The theory of a primary congenital abnormality is strengthened by the frequency with which cases of the kind occur in more than one child of the same family. Holmes,(22) after reviewing all the recorded cases of congenital obliteration of the bile ducts up to 1916, came to the same conclusion.
In regard to the possibility of inflammatory changes occurring in foetal life, it is well known that pcritonitis can occur. Adhesions between the liver and peritonetum have been described in this and other morbid conditions of the newly-born. A localised peritonitis in the region of the common and liepatic clucts has been suggeste(d as a possible cause of their occlusion.
Thomson, however, consi(derecd that the peritonitis, when present, was secondlary to the malformation of the dlucts.
Sir H. Rolleston, (23) (x45) Is from the same case as Fig. 11 . The section is of one of the larger portal tracts and show s an extraordinary degree of thickening of the bile ducts. Hospital, the liver of the case described by Forbes. An extensive degree of cirrhosis is apparent.
they were remains of the spaces between the cell cylinders or groups of cells of entodermal origin, which are derived from the duodenal diverticulum to form the liver. If development proceeds normally, these spaces become narrowed and surrounded by fever cells, and are supposed to become finally bile ducts. The thir(d case, recorded by Forbes,(36) was a girl of two years and eight months. She presented cirrhosis of the liver, " honeycomb " lung, andl tuberculosis of the tonsils, mediastinal and mesenteric glands. No trace of tubercle was discovered in the liver, lungs or pancreas. The liver was greatly enlarged, slightly roughened, pale and hard, and in section showed scattered islets of fibrous tissue, which were mainly white, but at some points bile stained. There was no evidence, other than the glanids, to point to tuberculosis as the cause. Although not being familial, attention is particularly drawn to these three cases as showing the occurrence of errors of development of the liver, in addition to obvious abnormalities in other organs.
Infantilism. Infantilism as a result of chronic disease of a vital organ is well recognised, and illustrated in the young by the occurrence of this feature in " cceliac disease " in addition to the hepatic form.
Arrest of growth is particularly striking in these hepatic cases, possibly because the large abdomen emphasises the short stature.
Arthritic changes of the fingers and clubbing of the finger tips have also been noticed in chronic hepatic cirrhosis.
Hwmemorrh age.
Hwmorrhage occurs in two ways; there may be varices of the lower end of the cesoplhaguis or rectum, and fatal blee(ling as exemplified in two of our cases of the Banti type; or there may be general bleeding from the gums and under the skin and elsewhere associated with a widespread toxic condition.
T'he first type is the result of a portal cirrhosis and local venous high lenision. The seconcd probably the result of some toxic agent affecting the blood or capillary walls.
Tlhe toxic agent may be actually procluced by the disordered hepatic metabolism; or result from inability of the damaged organ to maintain thle supplv of protective substances normally prodluced by healthy liver tissue. Bouchard(37) is of the opinion that bleeding of this type is arterial annd not venous9, as in a case recorded by him of alcolholic cirrhosis, accidental scratching of a noevus on the face and of one on a finger had caused jet-like bleeding in both instances.
CONcCI'uSION. Lastly, as to the nature of the four cases recorded in this paper, the first, that of a girl of nine with intermittent jaundice, epistaxis and liematemesis, is most likely to be a case of portal cirrhosis, associated with tuberculosis, possibly mesenteric, and without congenital predisposition.
In the cases of the brother and sister, who had enlargement of the aibdometn from birth and very little jaundice, we are probably dealing with a form of hypertrophic cirrhosis, similar to the sclerose sanis ictere described by Hay)em. Here ve think the cirrhosis is of pportal-rather than of biliary origin, both because of the transitory nature of the jaundice, and because a hypertrophic form of portal cirrhosis is known to exist, as pointed out by Cheadle. Presunfing our supposition to be correct these two cases are specially interesting owing to the rarity of a familial occurrence of the portal type, as compared with the biliary form of hepatic cirrhosis. The history of the fourth case is too short to justify any dogmatic statement, but the fact that the children in a family almost simultaneousli dleveloped jaundice suggests an infective cause and a catarrhal jaundice. In the child the liver undoubtedly enlarges more than in the adlult in catarrhal jaundlice, and this enlargement may remain for weeks. In this case, lhowever, the size and hairdness of the liver, andl tlle (luration of the jaundice were unusual. Also the outbreak of fever with the rapid and great enlargement of the spleen as a late event were features we have never observed in the catarrhal jaundlice of childhoodl. On the other hand the remarkable subsidlence of the liver and spleen before the child left hospital favoured some degree of biliary obstruction rather than cirrhotic changes in the liver.
In conclusion, then, it is obvious that many difficulties beset the clinical interpretation of cases of hepatic cirrhosis in children. It is often impossible to be certain either of the nature of the cirrhosis or of its origin. The latency of the condition before symptoms manifest themselves is a striking feature of many cases. T'he pathogenesis of the congenital and familial forms of cirrhosis rests obscure.
